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The Search Division considers that the present European patent application does not comply with the 
requirements of unity of invention and relates to several inventions or groups of inventions, namely: 

1. Claims: 1-16,32-34 

Methods of synthesis of peptides comprising the step of 
linking the auxiliary compound of formula I to an amine 
nitrogen atoms to facilitate conversion of the amine (i.e. 
the same amine that has been linked to the auxiliary 
compound) to amide; auxiliary compounds and kits thereof. 

2. Claims: 17-21 

Methods of synthesis of cyclic peptides comprising the step 
of linking the auxiliary compound to a primary amine of the 
corresponding linear peptides. 

3. Claims: 22-23 

Methods of synthesis of "large" peptides comprising the step 
of linking the auxiliary compound to a primary amine of a 
peptide fragment. 

4. Claims: 24-25 

Methods of synthesis of "difficult" peptides comprising the 
step of linking the auxiliary compound to one or more 
nitrogen atoms of a peptide linked to a solid support. 

5. Claims: 26-31 

Methods of solid phase synthesis of peptides comprising the 
step of using the auxiliary compound as a linker that binds 
the alpha-nitrogen of an amino acid residue to the solid 
support. 

D'The common concept, which would link -the sub jectr-matter of the above 
mentioned groups of claims, is the idea of linking the auxiliary 
compound to nitrogen atoms in peptide synthesis (the nitrogen atoms are 
specifically amine nitrogen atoms when subjects 1, 2, 3 and 5 are 
considered). 

2) This concept is not new for the following reason. 

a) Document "EP 0091330" discloses (see examples 1 and 9) a peptide 
synthesis, which comprises the step of linking 
2-hydroxy-5-n1tro-benzaldehyde to the N-terminal nitrogen atom of 
aspartic acid. The 2-hydroxy-5-nitro-benzaldehyde is an auxiliary 
compounds according to the definitions of claim 1. 

b) In the synthetic methods disclosed in "US 3704246" 
activated/protected amino acid residues are reacted with amino acid 
esters to form the desired peptides (see column 1, lines 60-67). Said 
activated/protected residues are obtained by linking halo- or 
nitro-salicyl aldehydes to the N-terminal ends of amino acids (see column 
3, lines 60-67). The methods disclosed in this document therefore 
comprise the step of linking compounds, i.e. auxiliary compounds 
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according to the definitions of claim 1, to amine nitrogen atoms. 

3) With respect to the fact that the conversion of the amine (which has 

been linked to the auxiliary compound) to amide is not a feature of the 

methods defined by claims 17-21, 22-23, 24-25 and 26-31. 

No technical relationship, to which an inventive step can be addressed, 

is present among the subjects defined by the claims of each group above 

and a lack of Unity "a posteriori" is indicated (Art. 82 EPC). 
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23 July 1996 (1996-07-23) 
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HYDE C ET AL: "SOME 'DIFFICULT SEQUENCES' 
MADE EASY A STUDY OF INTERCHAIN 
ASSOCIATION IN SOLID-PHASE PEPTIDE 
SYNTHESIS" 

INTERNATIONAL JOURNAL OF PEPTIDE AND 
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